Since Koch's discovery of tuberculin, the active principle of tuberculin has long been the subject of many researchers, and a significant advance was made in the study of the nature of tuberculin' when Seibert and Long and their associates (1, 2, 3, 4) wsucceeded in the isolation of the tuberculin active principle apparently in pure form , and as a result of which, as is well known, it has now become possible to compare ac--curately the tuberculin sensitiveness of human beings in the field testing .
Quite recently, working preliminarily with Maschmann's purified tuberculin (5, 6), and, following this, with Sauton's synthetic-medium Old Tuberculin, Ito and Koshimura of our laboratory have succeeded in establishing a simple procedure for preparing o-aminophenol azo-tuberculin derivative quite equivalent in skin-reacting potency to the P. P. D. (purified tuberculin derivative) of Seibert.
The new process is especially significant, in that it provides us with o-aminophenol azo-tuberculin preparations possessed of practically uniform skin-reacting potency in good quantities.
Although much work has been done in the research concerning the effect of chemical modification on the immunological reactivity of protein antigens (7, 8) , there has, insofar ns the writer is aware, been practically no work done towards the isolation of the active principle of tuberculin in the form of its azo-derivative. In this paper I have tried to review the principal results of the research work which has been done in our Institute for these past two years.
Basic Observations
During the course of a systematic program devoted to the study of tuberculobacteriostatic power of o-aminophenol derivatives (9, 10, 11, 12) , Ito and Koshimura (13), in 1947, discovered that o-aminophenol azo-tuberculin prepared by coupling the Maschmann's purified tuberculin with o-aminophenol showed no general-toxic effect upon the guinea-pigs infected with the human-type tubercle bacilli, while having powerfull tuberculin skin-reacting potency comparable to the original purified tuberculin used .
On the other hand, they have noticed a curious phenomenon indicating that
.o-aminophenol azo-tuberculin having acquired the ability to dissolve the red blood •cells (15).
The most theoretical importance to be noted here is the fact that the azotization Modifying the Gibbs' test method for phenols, depending upon the quinone-chloroimide reactionn producing indophenols (16) 2) The yields varied from 185 to 286 mg per liter of about ten-weeks original culture medium.
It may be therefore said that as long as the strain of tubercle bacillus, the growth of bacilli, the age of culture, the composition of the media, and the process of concentration, azotization, purification and finishing, remain the same, the O. A.-Azo-T. derivative, using 1 g of o-aminophenol for azotization of 100 cc of SOT, can be produced with a high degree of uniformity in potency, in quantity and in nitrogen-content,* and that the length of the cultivation period must not be too short, if good yields are to be expected. 2) It has a hemolytic property ; the erythrocytes of rabbit, guinea-pig and human being are all equally susceptible to O . A. 
